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2. CITATIONS AND EXPLANATIONS (Rule 70.7) 

Claims 1-5 meet the criteria set out in PCT Article 33(2)-(4), because the prior art does not teach or fairly suggest a method of 
diagnosing a matrix metaUoproteinase-1 related disease in a patient comprising detecting in the patient matrix metalloproteinase-1 
containing the Ets transcription factor binding site single nucleotide polymorphism. 
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The following observations on the clarity of the claims, description, and drawings or on the questions whether the claims 
are fully supported by the description, are made: 

Claims 1-5 are objected to as lacking clarity under PCT Rule 66.2(a)(v) because practice of the claimed invention is not enabled as 
required under PCT Rule 5, 1(a) for the reasons set forth in the immediately preceding paragraph. 

The claims are broadly drawn to a method of diagnosing or prognosticating a matrix metalloproteinase- 1 related disease by 
detecting the matrix metalloproteinase- 1 (MMP-1) containing the Ets transcription factor binding site single nucleotide polymorhism. 
The claims are also drawn to methods of identifying therapeutic agents for treatment of a MMP-1 related disease. 

The specification teaches MMP-1 is associated with irreversible degradation of cartilage, tendon and bone in arthritis, 
degradation of collagenase I and III in tumor invasion and metastasis (pg. 1). Furthermore, the specification teaches that patients 
with tumors that express MMP-1 have a poor prognosis than patients with tumors that do not express this protein (pg. 2). The 
specification teaches that the full length DNA sequence with only 1 G at position -1607 constitutes a SNP (pg. 3). The specification 
teaches that while the SNP is not located in the coding region and does not alter the structure of the enzyme, it has profound effect on 
the production/regulation of the enzyme (pg. 4). The specification further teaches a study in which 100 hundred control DNA's were 
sampled to determine the frequency of the variation in the population (pg. 8). The specification teaches that the frequency of the 20 
homozygotes in the controls was approximately 30% whereas the frequency in tumor cell lines was 62.5% (p< 0.0001) (pg. 8), The 
specification provides several explanations which may explain the differences in expression such as growth factor and cytokines, 
specific nuclear factors within the cell (pg. 9). 

The art teaches the a DNA sequence of the MMP-1 which only contained 1G at position -1607 (Rutter et al. J. Cell 
Biochem. 66: 322-336, 1997)(pg. 2). The art also teaches the sequence where 2Gs are located at this position (pg. 2). The 
consnsus sequence for a functional PEA3/EBS is provided in Graves (J.B. Science 279: 1000-1001, 1998). 

It would be undue experimentaiton for the skilled artisan to practice the invention as broadly as claimed. The assertion that 
the MMP-1 EBS-SNP in patients is indicative of the patient suffering from a disease relating to overexpression of the MMP-1 
enzyme is not supported by any clinical studies that provide this correlation. While the specification teaches that the frequency of the 
2G homozygotes is expressed more frequency in tumor cell lines, this does not provide enablement for a method of diagnosing a 
MMP-1 related disease based upon the identification of the SNP. The study does not provide any data taken from patients with 
MMP-1 disesaes, but rather amples cell lines. Cell lines are not representative of individuals with MMP-1 related diseases. 
Secondarily, the specification does not identify any specific disease which have been shown to be associated with the 2G 
polymorphism in the MMP-1 . It would be undue experimentation for the skilled artisan to perform clinical studies to associate the 
single nucleotide polymorphism with a MMP-1 related disease. Additionally, the specification provides several plausible 
explanations as to the difference in expression. Thus, it is unpredictable whether the 2G polymorphism is associated with MMP-1 
diseases or whether extrinsic factors affect the expression and disease characteristics. 
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